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. Characteristics of early and late incident AMD cases and controls, AHS 1993 AHS -2007 . 3   Table S2 . Incident AMD and ever use of specific pesticides, stratified by gender, AHS 1993 AHS -2007 7 1.8 1.6 1.7 1.7 1.6 1.9 2,4,5-TP 2.7 1.8-4.0 2.2 1.7-2.9 2.6 1.9-3.5  1.8 1.3-2 2.1 1.4-3.1 1.8 1.3-2.5 2.3 1.7-3.1  1.5 1.1-2.0  Heptachlor  1.9 1.2-3.0 2.2 1.6-3.1 2.6 1.9-3.6  1.7 1.2-2.3  Diazinon  2.0 1.4-2.9 2.0 1.5-2.6 2.3 1.8-3.0  1.6 1.2-2.1  Malathion  2.2 1.5-3.3 2.0 1.5-2.7 2.4 1.8-3.3  1.6 1.2-2.1  Phorate  1.7 1.1-2.6 1.8 1.3-2.5 2.2 1.6-3.0  1.5 1.1-2.0  2,4,5-T  2.0 1.3-3.0 1.4 0.9-2.9 1.8 1.2-2.8  1.2 0.8-1.8  2,4-D  1.8 1.2-2.7 1.6 1.2-2.2 1.9 1.4-2.5  1.4 1.0-1.9  Captan  2.0 1.2-3.3 1.8 1.2-2.7 2.1 1.4-3.1  1.6 1.1-2 With the addition of individuals whose case-control status was imputed based on covariate values as described in the text c With the addition of individuals whose case-control status was imputed after increasing the probability that exposed would be cases by a factor of 1.25 and decreasing the probability that they would be controls by a factor of 1.25 d With the addition of individuals whose case-control status was imputed after decreasing the probability that exposed would be cases by a factor of 1.25 and increasing the probability that they would be controls by a factor of 1.25
Quantitative Bias Analysis
Because relatively few of the individuals designated as potential cases were confirmed as cases and included in the analysis, we undertook a quantitative bias analysis to assess selection bias attributable to non-response within this sub-group. The potential cases were 1328 subjects that we expected to be enriched for actual cases (Figure 1 in the manuscript) . By their nature, such bias analyses require assigning speculative, but one hopes reasonably defensible, values to certain unknown parameters. Sometimes, a validation sub-study or external information can offer guidancebut we had no such information to guide our choice of values. We proceeded as follows.
First, we divided the 1328 subjects into 769 responders (for whom we had reached an AMD/noAMD decision) and 559 non-responders; the latter category also included individuals whose medical records were not obtained (n=34) or for whom a decision on diagnosis could not be reached (n=6). Logistic regression adjusted for age, gender, smoking, and Amsler-grid use indicated that, for 35 of the 55 pesticides or groupings in Table 2 , OR estimates for the association of being a responder with exposure exceeded 1; however, only eight had 95% confidence limits that excluded 1 (among those with ORs less than 1, none of the 95% CIs excluded 1). Thus, we had some evidence that ever-use of some pesticides was associated with the propensity to respond among our potential cases. We had, however, no data to evaluate whether this association of propensity to respond with exposure might differ by actual case status (determined as described in the manuscript)knowledge that could have helped us to allocate the non-responders to case-control status.
Trying to accomplish this allocation in a principled way in the face of this unknown, we modeled our approach after one in Lash et al.'s (2009) text Applying Quantitative Bias Analysis to Epidemiologic Data. They call the approach "projecting the exposed proportion among nonparticipants." Our version differs from their example in four respects: we know the exposures but have to project case-control status; we do not have the benefit of the short questionnaire among a subset of non-participants that they utilize; we have to account for several additional covariates besides exposure; and our process involves only potential cases so that, after projecting case-control status for non-responders in that subset, we have to carry them into the full case-control analysis.
We used the probability of being a case among responders in the potential case group as a starting point. Using responders only, we fit a "case/control" logistic regression with age, gender, smoking, exposure, Amsler-grid use, and exposure*Amsler-grid use; we included this interaction because we wanted to allow the case allocation to differ among the two large subcategories of potential cases. We used results of this logistic regression to estimate the probability that a responder was a case conditional on all the covariates, giving separate probabilities for the 3x2x2x2x2=48 separate covariate-defined cells. We categorized the nonresponders into the same 48 covariate-defined cells for allocation into case or controls status. We considered three scenarios to bracket reasonable possibilities: (1) we applied the estimated probabilities directly to allocate the non-responders; (2) we increased the estimated probability for exposed by 1.25 times and decreased it by 1.25 times for unexposed before allocating the non-responders; (3) we decreased the probability for exposed by 1.25 times and increased the probability for unexposed 1.25 times before allocating the non-responders. We ensured that the resulting probabilities were always between 0 and 1. Note that the value 1.25 here is arbitrary; it seemed to us to offer a reasonably strong differential (1.25 squared, or over 1.5-fold) between exposed and unexposed non-responders in the probability of being allocated as a case.
We allocated the potential cases who did not respond to the screening interview under each of the three scenarios by multiplying the estimated probability of being a case by the number of non-responders in the covariate-defined cell; the number of controls in that cell was then the number of non-responders minus the expected number of cases. These values were not necessarily integer but entered the subsequent analysis using weights. For each scenario, we took these additional designated cases and controls, appended them to the cases and controls from our entire original sample, and fit the case-control analysis reported in Table 2 using the enlarged data set.
The following table presents results of this analysis for selected pesticide exposuresthose judged to be "consistent" as described in the manuscript. Scenario 1 attenuates most (but not all) ORs somewhat compared to their values in Table 2 in the manuscript but only for 2,4,5-T does the CI contain the null value; Scenario 2 increases most (but not all) ORs slightly compared to their values in Table 2 ; Scenario 3 attenuates ORs even more strongly than does Scenario 1 but again only for 2,4,5-T does the CI contain the null value (phenoxyacetate herbicides and 2,4-D have lower confidence limits that exceed 1 in the second or third decimal place despite being listed as 1.0 in the table).
Thus, this quantitative bias analysis indicates that all the pesticides highlighted in the manuscript as enhancing risk of AMD (with the possible exception of 2,4,5-T) are also seen to enhance risk in each of the three selection-bias scenarios that we considered, albeit often with ORs attenuated toward the null. We conclude that our results were not produced by selection bias.
